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Claims: 



^ (^t) ^ A^r^^h^for treating female^exual dysfunction^m 

c^aclmi nisterinSB tQ a female subject in need thereof, an effective amount of an 
estrogen agonist / antag^hi^t^ nd optionally , 
v / (g^dministerir^an effefctiye amount of a cyclic guano sine 3', 5'- 
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□ 



monophos phate elevator 




15 



20 



25 



A method as in claim 1 wherein said estrogen agonist / antagonist of the 



10 following formula (I): 




wherein: 

A is selected from CH 2 and NR; 

B, D and E are independently selected from CH and N; 
Yis 

(a) phenyl, optionally substituted with 1-3 substituents 
independently selected from R 4 ; 

(b) naphthyl, optionally substituted with 1-3 substituents 
independently selected from R 4 ; 

(c) C 3 -C 8 cycloalkyl, optionally substituted with 1-2 substituents 
independently selected from R 4 ; 

(d) C 3 -C 8 cycloalkenyl, optionally substituted with 1-2 
substituents independently selected from R 4 ; 

(e) a five membered heterocycle containing up to two 
heteroatoms selected from the group consisting of -O-, -NR 2 - and -S(0) n -, optionally 
substituted with 1-3 substituents independently selected from R 4 ; 
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(f) a six membered heterocycle containing up to two 
heteroatoms selected from the group consisting of -O-, -NR 2 - and -S(0) n - optionally 
substituted with 1-3 substituents independently selected from R 4 ; or 

(g) a bicyclic ring system consisting of a five or six membered 
heterocyclic ring fused to a phenyl ring, said heterocyclic ring containing up to two 
heteroatoms selected from the group consisting of -O-, -NR 2 - and -S(0)„-, optionally 
substituted with 1-3 substituents independently selected from R 4 ; 

Z 1 is 

(a) -(CH 2 ) p W(CH 2 ) q -; 

(b) -0(CH 2 ) p CR 5 R 6 -; 

(c) -0(CH 2 ) p W(CH 2 ) q -; 

(d) -OCHR 2 CHR 3 -; or 

(e) -SCHR 2 CHR 3 -; 



G is 



(a) -NR 7 R 8 ; 



^(CH 2 ) m - 



/ 2 

(b) x (CH 2 )n 

wherein n is 0, 1 or 2; m is 1 , 2 or 3; Z 2 is -NH-, -O-, -S-, or -CH 2 -; 
optionally fused on adjacent carbon atoms with one or two phenyl rings and, 
optionally independently substituted on carbon with one to three substituents and, 
optionally, independently on nitrogen with a chemically suitable substituent selected 
from R 4 ; or 

(c) a bicyclic amine containing five to twelve carbon atoms, 
either bridged or fused and optionally substituted with 1-3 substituents 
independently selected from R 4 ; or 



/ 
-N 



R 2 



Z 1 and G in combination may be 
Wis 

(a) -CH 2 -; 

(b) -CH=CH-; 

(c) -O-; 



-OCH 2 ( J)) n 



(d) -NR 2 -; 

(e) -S(0) n -; 

O 

II 

(f) C ; 

(g) -CR 2 (OH)-; 

(h) -CONR 2 -; 

(i) -NR 2 CO-; 



R 4 is 
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0) N ' ; or 

(k) -C=C-; 
R is hydrogen or Ci-C 6 alkyl; 
R 2 and R 3 are independently 

(a) hydrogen; or 

(b) d-C 4 alkyl; 



(a) hydrogen; 

(b) halogen; 

(c) CVCe alkyl; 

(d) C,-C 4 alkoxy; 

(e) C1-C4 acyloxy; 

(f) C,-C 4 alkylthio; 

(g) d-C 4 alkylsulfinyl; 

(h) C,-C 4 alkylsulfonyl; 

(i) hydroxy (Ci-C 4 )alkyl; 
G) aryl (d-C^alkyl; 

(k) -C0 2 H; 

(I) -CN; 

(m) -CONHOR; 

(n) -SO2NHR; 

(o) -NH 2 ; 

(p) Ci-C 4 alkylamino; 

(q) C1-C4 dialkylamino; 

(r) -NHS0 2 R; 




(s) -N0 2 ; 
(t) -aryl; or 
(u) -OH; 

R 5 and R 6 are independently C^-C & alkyl or together form a C 3 -C 10 
carbocyclic ring; 

R 7 and R 8 are independently 

(a) phenyl; 

(b) a C 3 -C 10 carbocyclic ring, saturated or unsaturated; 

(c) a C 3 -C 10 heterocyclic ring containing up to two heteroatoms, 
selected from -O-, -N- and -S-; 

(d) H; 

(e) Cn-Ce alkyl; or 

(f) form a 3 to 8 membered nitrogen containing ring with R 5 or 

R 6 ; 

R 7 and R 8 in either linear or ring form may optionally be substituted with up 
to three substituents independently selected from d-C 6 alkyl, halogen, alkoxy, 
hydroxy and carboxy; 

a ring formed by R 7 and R 8 may be optionally fused to a phenyl ring; 

e is 0,1 or 2; 

m is 1 , 2 or 3; 

n is 0, 1 or 2; 

p is 0, 1, 2 or 3; 

q is 0, 1, 2 or 3; 

or an optical or geometric isomer thereof; or a pharmaceutical^ acceptable 
salt, N-oxide, ester, quaternary ammonium salt or prodrug thereof. 



3. A method as in claim 2 wherein said estrogen agonist / antagonist is a 
compound,of formula (IA)k 
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OCH 2 CH 2 G 



HO 




(IA)^ 



wherein G is 



r 



-N 



or 



.N 



r 



-N 



V 



R 4 is H, OH, F, or CI; and B and E are independently selected from CH 
and N or an optical or geometric isomer thereof; or a pharmaceutically acceptable 
salt, N-oxide, ester, quaternary ammonium salt, or a prodrug thereof. 

/ 

^.4. A method*ag"irt-c|aim 3 wherein said estrogen agonist / antagdnfe Hs^(")" cis 

6-phenyl-5- 
Cj5i)an optical 

oxide, ester, quaternary ammonium salt, or a prodrug thereof. 



- — f \ — t f — 

[4-(2-pyrrolidin|1-yl-ethoxy^ 

il or geometric^somer thereof; a pharmaceutically acceptaBre~satfJ N- 



5. A method as in claim 4 wherein said estrogen agonist / antagonist is in the 
form of a D-tartrate salt. 



6. 



A method as rn claim 1 wherein said estrogen agonist / antagonist is 



selected from the group ^gyisisting of t amoxifen , 4-hydroxy tam oxifen, raloxifene, 
toremifene, centchromanjdta^ifer^l 6-(4-hydroxy-phenyl)-5-[4-(2-piperidin-1 -yl- 



^-(2-aza-bicyclo[2.2.1]hept-2-yl)-ethoxy]-phenyl}- 
)-bbnzofb]thiophen-3-yl]-methanone, EM-652, EM- 



ethoxy)-benzyl]-naphthalen-2- 
[6-hydroxy-2-(4-hydroxy-phe 

8 00, GW 5638, GW7 604, and optical^r geometric [somers thereofj^and 
pharmaceutically acceptable salts, N-oxi^les, esters, quaternary ammonium salts, 
and prodrugs thereof. 



J 




halogenated ethers, \ 

R2B, R3B. R4B, Rsb. and ReB are independently selected from H, OH, -O-C(O)- 
Ci-C 12 (straight chain or branched), -O-CrC^ (straight chain or branched or cyclic), 
halogens, or C,-C 4 halogenated ethers, cyano, Ci-Qr alkyl (straight chain or 
branched), or trifluoromethyl, with the proviso that, v\men R 1B is H, R 2 b is not OH; 
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X A is selected from H, d-C 6 alkyl, cyano, nitro, triflouromethyl, and halogen; 



is is 2 or 3; 



YX is the moiety: 



N 

I 

wherein: 

a) R7B and R&B arb 1 independently selected from the group of H, d-C 6 alkyl, or phenyl 
optionally substituted by CN, d-C 6 alkyl (straight chain or branched), d-C 6 alkoxy 
(straight chain or braX^hed), halogen, -OH, -CF 3( or -OCF 3 ; or 



b) R 7B and Rs B are concate/iated\to form a five-membered saturated heterocycle 
containing one nitrogen 
1-3 substituents inde 
hydroxyl, halo, d 




roatoW the heterocycle being optionally substituted with 
jntly selected from the group consisting of hydrogen, 
r alkyl, trihalometkM, d-C 4 alkoxy, trihalomethoxy, d-C 4 acyloxy, 
d-C 4 alkylthio, d-C 4 alkylsulfinyj, C r C^ alkylsulfonyl, hydroxy (C r C 4 )alkyl, -C0 2 H, 
-CN, -CONHR 1B , -NH 2 , -NH(d- C4 ^alkyl), -N(C 1 -C 4 alkyl) 2l -NHS0 2 R 1B , -NHCOR 1B , 
-N0 2 , or phenyl optionally substituted with 1-3 (d-C 4 )alkyl; or 



c) R7 B and R« B are concatenated to form a six-membered saturated heterocycle 



Torm a 
i, the he 



containing one nitrogen heteroatom, the heterocycle being optionally substituted with 
1-3 substituents independently selected from the group consisting of hydrogen, 
hydroxyl, halo, d-C 4 alkyl, trihalomethyl, d-d alkoxy, trihalomethoxy, d-C 4 acyloxy, 
d-C 4 alkylthio, C 1 -C 4 alkylsulfinyl, d-C 4 alkylsulfonyl, hydroxy (d-C 4 )alkyl, -C0 2 H, 
-CN, -CONHR 1B , -NH 2f -NH(d-C 4 alkyl), -N(C>C 4 alkyl) 2 , -NHS0 2 R 1B , -NHCOR 1B , 
-N0 2 , or phenyl optionally substituted with 1-3 (Ot-C 4 )alkyl; or 



d) R 7B and Ra B are concatenated to form a seven-membered saturated heterocycle 
containing one nitrogen heteroatom, the heterocycle being optionally substituted with 
1-3 substituents independently selected from the group insisting of hydrogen, 
hydroxyl, halo, d-C 4 alkyl, trihalomethyl, d-C 4 alkoxy, trihalomethoxy, d-C 4 
acyloxy, d-d alkylthio, d-C 4 alkylsulfinyl, d-C 4 alkylsulfotoyl, hydroxy (d-C 4 )alkyl, 
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-CGfeH, -CN, -CONHR 1Bl -NH 2 , -NH(C r C 4 alkyl), -N(d-C 4 alkyl) 2t -NHS0 2 R 1B , 
-NHcOR 1B , -N0 2 , or phenyl optionally substituted with 1-3 (d-d)alkyl; or 

e) R 7B ancrRss are concatenated to form an eight-membered saturated heterocycle 
containing orie nitrogen heteroatom, the heterocycle being optionally substituted with 
1-3 substituents independently selected from the group consisting of hydrogen, 
hydroxyl, halo, d-d alkyl, trihalomethyl, d-C 4 alkoxy, trihalomethoxy, d-C 4 
acyloxy, d-C 4 alkylthio, d-C 4 alkylsulfinyl, d-C 4 alkylsulfonyl, hydroxy (Ci-C 4 )alkyl, 
-C0 2 H, -CN, -CONHRt, -NH 2 , -NH(d-C 4 alkyl), -N(C1-C4 alkyl) 2 , -NHS0 2 R 1Bf 
-NHCOR 1B , -N0 2 , or phenyl optionally substituted with 1-3 (d-d)alkyl; or 

f) R 7B and R8 B are concatenated form a saturated bicyclic heterocycle containing 
from 6-12 carbon ator^s^sither bridg^or fused and containing one nitrogen 
heteroatom, the h^erocyclte being optioralj^ substituted with 1-3 substituents 
independently selected from\he group consisting of hydrogen, hydroxyl, halo, d-d 
alkyl, trihalomethyl, d-C 4 alkoW, trihalomethoxy, d-d acyloxy, d-d alkylthio, d- 
d alkylsulfinyl, d-d alkylsulfonyl, hydroxy (d -C 4 )alkyl, -C0 2 H, -CN, - CONHR 1B , 

-NH 2 , -NH(d-C 4 alkyl), -N(d-G4 alkyl) 2 , -NHS0 2 R 1B , -NHCOR 1Bt -N0 2 , or phenyl 
optionally substituted with 1-3 (d-d) alkyl; or an optical or geometric isomer thereof; 
or a pharmaceutical^ acceptable sal\ N-oxide, ester, quaternary ammonium salt or 
prodrug thereof. 



8. A method as in claim 7 wherein safe! estrogen agonist / antagonist is the 
compound, TSE-424, of formula Va below: ^ 
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or an optical or geometn^ isomer thereof; or a pharmaceutical^ acceptable salt, N- 



10 




9. A use as in claim 1 whferein said estrogen agonist / antagonist i s EM-652 of 

^rmulaJHjDelow^is EM-800 formula J^/below: 

.OH 
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or an optical or geometric isomer thWeof; or a pharmaceutical^ acceptable salt, N- 
oxide, ester, quaternary ammonium sa^or prodrug thereof. 



10. A method as iri(giaim^^ comprisi ng co-administrering^a cyclic 
guanosi ne 3' f 5'-monophosphate ele vator. 

A methoS^as in^^irrT^ wherein said cyclic guanosine S' ^'-monophosp hate 
elevator is a PDE V phosphodiesterase inhibitor. 



SS J2— A method as i^"cjai^^ ^i^ier comprisi n^ ^ 
dihydro-1-methyl-7-oxo-3-propyl-1H^^razolo[4,3-d]pyrimidin-5-yl)-4-^^ 
phenyl]sufonyl]-4-methylpiperazine citratfeNsalt. 



20 



13^__ A method as iKclaim 1 wherein said method substantially re duces the 
concomitant liability of adv^r s e^ffe cts associated with estrogen administration. 

14. A method as in^laim 1 wKjereiri^said female sexu al dysfunction is a condition 
selected from the group consisting of hypoactive sexual desire disorder, sexual 



prefer 



arousal disorder, dyspareunia and vaginismus. 
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15. \C A kit for use by a consumer to treat female sexual dysfunction comprising: 

a) a pharmaceutical composition comprising an estrogen agonist / 
antagonist and a pharmaceutical^ acceptable carrier, vehicle or diluent; and 
optional^ 

(b)\ a pharmaceutical composition comprising a cyclic guanosine 3\5'- 
monophospljiate elevator and pharmaceutically acceptable carrier, vehicle or diluent; 
and optionall 

(°) (fJfl g tru ction gytescri b i ng a method of using the pharmaceutical 
composition(s) ta treat female sexual dysfunction, 

wherein safd estrogen agonist / antag onist^and^aid c yclic guanosine 3',5'- 
monophosphate ele\ atory ^iy optioriaiiy b e combined ifo the same pharmaceutical 
composition. 



16^ A kit as in claim 
following formula (I): 



in said estrogen agonist / antagonist of the 




CH and N; 



wherein: 

A is selected from CH 2 and NR; 
B, D and E are independently selected 
Yis 

(a) phenyl, optionally substituted v^ith 1-3 substituents 
independently selected from R 4 ; 

(b) naphthyl, optionally substituted wf^h 1-3 substituents 
independently selected from R 4 ; 
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(c) C 3 -C 8 cycloalkyl, optionally substituted with 1-2 substituents 
independently selected from R 4 ; 

(d) C 3 -C 8 cycloalkenyl, optionally substituted with 1-2 
substitutes independently selected from R 4 ; 

(e) a five membered heterocycle containing up to two 
heteroatoms^elected from the group consisting of -O-, -NR 2 - and -S(0) n -, optionally 
substituted witnS1-3 substituents independently selected from R 4 ; 

(f) \ a six membered heterocycle containing up to two 
heteroatoms selected from the group consisting of -0- ( -NR 2 - and -S(0) n - optionally 
substituted with 1-3 substituents independently selected from R 4 ; or 

(g) aN?icyclic ring system consisting of a five or six membered 
heterocyclic ring fused to 19 phenvKing, said heterocyclic ring containing up to two 
heteroatoms selected from t^^roupi consisting of -O-, -NR 2 - and -S(0) n -, optionally 
substituted with 1-3 substitutes independently selected from R 4 ; 

Z 1 is 

(a) -OiH 2 ) p W(( 

(b) -0(CH 2 ) p CR 5 

(c) -0(CH 2 ) p W(CH 2 

(d) -OCHR 2 CHR 3 -; 

(e) -SCHR 2 CHR 3 -; 



q » 



G is 



(a) -NR 7 R 8 ; 



-N 



(CH 2 ) n 



(b) 



72 is -NH-, -O-, -S-, or -CH 2 -; 
two phenyl rings and, 



(CH 2 )n ' 

wherein n is 0, 1 or 2; m is 1 , 2 or 3;^ 
optionally fused on adjacent carbon atoms with one 

optionally independently substituted on carbon with one to three substituents and, 
optionally, independently on nitrogen with a chemically Suitable substituent selected 
from R 4 ; or 

(c) a bicyclic amine containing five to twelve carbon atoms, 
either bridged or fused and optionally substituted with 1-3 substituents 
independently selected from R 4 ; or 
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(k) 


-C0 2 H; 


(I) 


-CN; 


(m) 


-CONHOR; 


(n) 


-S0 2 NHR; 


(o) 


-NH 2 ; 


(P) 


C1-C4 alkylamino; 


(q) 


C1-C4 dialkylamino; 


(r) 


-NHSO2R; 


\ S) 


-N0 2 ; 


( \ 


-aryl; or 


(u)\ 


-OH; 



R 5 and R 6 arte independently C A -C Q alkyl or together form a C 3 -C 10 
carbocyclic ring; 

R 7 and R 8 are inijfepend^ntly 

(a) /^heW 

(b) // aT^^io car&o^yclic ring, saturated or unsaturated; 

(c) a C 3 -Cib heterocyclic ring containing up to two heteroatoms, 
selected from -O-, -N- and -S-; 

(d) H; 

(e) d-C 6 alkyl; iDr 

(f) form a 3 to 8 numbered nitrogen containing ring with R 5 or 

R 6 ; 

R 7 and R 8 in either linear or ring Wm may optionally be substituted with up 
to three substituents independently selected from C^Ce alkyl, halogen, alkoxy, 
hydroxy and carboxy; 

a ring formed by R 7 and R 8 may be optionally fused to a phenyl ring; 

e is 0, 1 or 2; 

m is 1, 2 or 3; 

n is 0, 1 or 2; 

p is 0, 1, 2 or 3; 

q is 0, 1, 2 or 3; 

or an optical or geometric isomer thereof; or a phtarmaceutically acceptable 
salt, N-oxide, ester, quaternary ammonium salt or prodrugvthereof. 
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Ht. A kit as in claim 16 wherein said estrogen agonist / antagonist is a 



tsss*. 
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15 




wherein G is 



R 4 is H, OH, F, or CI; and B and E are independently selected from CH 
and N or an optical or geometriG; isomer thereof; or a pharmaceutically acceptable 
salt, N-oxide, ester, quaternary ammonium salt, or a prodrug thereof. 



13 



Jj^-~ A kit as in claim 17 wherein said estrogen agonist / antagonist is (-)-cis-6- 
phenyl-5-[4-(2-pyrrolidin-1-yl-ethoxy)-phenyl]-5,6,7,8-tetrahydro-naphthalene-2-ol or 
20 an optical or geometric isomer thereof; or a pharmaceutically acceptable salt, N- 
oxide, ester, quaternary ammonium salt, or a prodrug thereof. 



25 



30 



A kit as in claim 18 wherein said estrpgen agonist / antagonist is in the form 
of a D-tartrate salt. 



2£^- A kit as in claim 1 5 wherein said es troger\agonist / antagonist is selected 
from the group(6onsisting^ f tamoxifen, 4-hydroxy t\mo^fen,j^^ toremifen e, 
centchroman, idoxifene, 6-(4-hydroxy-phenyl)-5-[4-(2^iperi^ 
naphthalen-2-ol, {4-[2-(2-aza-bicyclo[2.2. 1 ] hept-2-yl)-e^pxy] : pjienyJ} I [6-h ydroxy-2-( 4- 
hydroxy-phenyl)-benzo[b]thiophen-3-yl]-methanone, EM-S52, EM-800, GW 5638, 
GW 7604 aqdoptica^or geometric isonniers thereof ; and pharmaceutically 
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^ceptable salts, N-oxides, esters, quaternary ammonium salts, and prodrugs 
thereof. 

\ 

21 . A kit as in claim 1 5 wherein said estrogen agonist / antagonist is a compound 
selected from the formulas V(pF VI: 



(CH 2 ) S Y A 




(CH 2 ) S Y A 

(VI) \ 

wherein: 

R 1B is selected from H, OH, -0-C(0)-Ci^Ci 2 alkyl (straight chain or branched), 
-O-Ci-C^ alkyl (straight chain or branched or cycfi^), or halogens or C1-C4 
halogenated ethers, 



R2B1 R3B, R4B, Rsb» and ReB are independently selected from H, OH, -O-C(O)- 
C1-C12 (straight chain or branched), -0-C r C 12 (straight chain or branched or cyclic), 
halogens, or halogenated ethers, cyano, Cn-Ce alkyl (straight chain or 
branched), or trifluoromethyl, with the proviso that, when R 1B is\H, R 2 b is not OH; 
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V X A is selected from H, d-d alkyl, cyano, nitro, triflouromethyl, and halogen; 



s is 2 or 3; 



Y A is tne moiety: 



f:3 



wherein: 

10 a) R 7B and Rsb are independently selected from the group of H, d~C 6 alkyl, or phenyl 
optionally substituted by GN, d-d alkyl (straight chain or branched), d-d alkoxy 
(straight chain or branchedV halogen, -OH, -CF 3 , or -OCF 3 ; or 



UJ 
Cfl 

. n 



b) R 7 b and Rsb are concatenatei/to form a five-membered saturated heterocycle 

15 containing one nitrogen hetej^tqm, thestieterocycle being optionally substituted with 
1-3 substituents indepeR^ntty'^Stected ftem the group consisting of hydrogen, 
hydroxyl, halo, C1-C4 alkyl, trihalomethyl, d-C^^lkox^ trihalomethoxy, C1-C4 acyloxy, 
d-d alkylthio, Ci-C 4 alkylsulfinyl, d-d alkylsulfonyl, hydroxy (d-d)alkyl, -C0 2 H, 
-CN-, -CONHR 1B , -NH 2 , -NH(d-c 4 alkyV -N(d-C 4 alkyl) 2 , -NHS0 2 R 1B , -NHCOR 1B , 

20 -N0 2 , or phenyl optionally substituted witlVl-3 (d-d)alkyl; or 

c) R/b and Rsb are concatenated to form a sixrmembered saturated heterocycle 
containing one nitrogen heteroatom, the heterocycle being optionally substituted with 
1-3 substituents independently selected from the group consisting of hydrogen, 

25 hydroxyl, halo, d-C 4 alkyl, trihalomethyl, d-d alkoxy, trihalomethoxy, d-d acyloxy, 
d-d alkylthio, d-d alkylsulfinyl, d-d alkylsulfonyl, hydroxy (d-d)alkyl, -C0 2 H, 
-CN, -CONHR-ib, -NH 2 , -NH(d-C 4 alkyl), -N(d-C 4 alkyl) 2 , -NHS0 2 R 1B , -NHCOR 1B , 
-N0 2 , or phenyl optionally substituted with 1-3 (d-d)atkyl; or 



30 d) R/b and Rsb are concatenated to form a seven-membered saturated heterocycle 
containing one nitrogen heteroatom, the heterocycle being optionally substituted with 
1-3 substituents independently selected from the group consisting of hydrogen, 
hydroxyl, halo, d-C 4 alkyl, trihalomethyl, d-d alkoxy, trihalomtethoxy, d-d 
acyloxy, d-C 4 alkylthio, d-d alkylsulfinyl, d-d alkylsulfonyl, hydroxy (d-d)alkyl, 
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-CCbH, -CN, -CONHR-ib. -NH 2 , -NH(d-C 4 alkyl), -N(d-C 4 alkyl) 2j -NHS0 2 R 1B , 
-NHCOR 1B -N0 2 , or phenyl optionally substituted with 1-3 (CrC 4 )alkyl; or 

e) R 7B ancl.RsB are concatenated to form an eight-membered saturated heterocycle 

5 containing ot^e nitrogen heteroatom, the heterocycle being optionally substituted with 
1-3 substituents independently selected from the group consisting of hydrogen, 
hydroxyl, halo, 6v-C 4 alkyl, trihalomethyl, d-C 4 alkoxy, trihalomethoxy, C1-C4 
acyloxy, d-C 4 alkylthio, d-C 4 alkylsulfinyl, d-C 4 alkylsulfonyl, hydroxy (d-d)alkyl, 
-C0 2 H, -CN, -CONHR 1B , -NH 2 , -NH(C,-C 4 alkyl), -N(C1-C4 alkyl) 2 , -NHS0 2 R 1B , 
10 -NHCOR 1B( -N0 2 , or phenyj^Optioraally substituted with 1-3 (d-d)alkyl; or 

f) R 7B and ReB are cxff^^e5^ated^o forhqa saturated bicyclic heterocycle containing 
from 6-12 carbon pnoms eittw bridged or fused and containing one nitrogen 
heteroatom, the heterocycle being optionally substituted with 1-3 substituents 

15 independently selected from theWoup consisting of hydrogen, hydroxyl, halo, d-d 
alkyl, trihalomethyl, d-d alkoxy, thihalomethoxy, d-C 4 acyloxy, d-d alkylthio, d- 
d alkylsulfinyl, d-d alkylsulfonyl, hydroxy (d -d)alkyl, -C0 2 H, -CN, -CONHR 1B , - 
NH 2 , -NH(d-C 4 alkyl), -N(d-C 4 alkyl)\ -NHS0 2 R 1B , -NHCOR 1B , -N0 2 , or phenyl 
optionally substituted with 1-3 (d-C 4 ) alkyl; 

20 or an optical or geometric isomer thereof; or a pharmaceutical^ acceptable salt, N- 
oxide, ester, quaternary ammonium salt or prodrug thereof. 

C$ ^ ^ as in cla ' m ^ 1 wherein said estroger^agonist / antagonist is the 

compound, TSE-424, of formula Va below: 
25 "* 
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or an optical or geometricNsomer thereof; or a pharmaceutical^ acceptable salt, N- 
oxide, ester, quaternat^m monium sa lt or prodrug thereof. 



as ir^laim 15 wherein said Kt ^further co mprising ^ pharmaceutical^) 
mprising a cyclic guanosine 3\5^qTonophosphate elevator(anci a 
^ptrarmaceutically acceptable carrier, vehicle or diluent 



10 25. 



A kit a s in claim 24 wherein said cycli c guanosine 3\5'-monophospha te 
elevator is ^JpDEy ph^phodiesterase^inhibito^ 



26^-^-AJdt as in claim 25 wherein said k(U urther comprise s a pharmaceutical 

ro-lC 




'c omprisin g 1-[[3-(6,7-dihydro- 



Dyrimidin=5-yl)z4zettiPxy-phenyl]sufoayl]=4: 
pharmaceutical ly acc^ptablejparriex/vehicle or(Siluent 



thylpiperazine.ci trate salt and a 



27. A kit as in claim 1 ^furthe r comprising instructions describing a method of 
using the pharmaceutical composition(s) to treatfemaJe sexual dysfunction wherein 
20 said instructions indicate that the kit substantially reduces the concomitant liability of 
adverse effects associated with estrogen administration 
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^ N£§^~ A kit as in claim 15 wherein said femal e^sexual dysfunction is a condition 
selected from t he group consisting of h ypoactive sexual desire disorde r, sexual 
CaQ*&^ 0 ** arousal disorder^ dyspareunia and vaginismus. 



14- 
ho" 1 -. 



3* 



ft- 
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29. /^ pharmaceutical composition t fompi^ing; 
v/ (a)\ an estrogen agonist / antagonist, and 
^ (b) \ a cyclic guanosine 3\5'-monophosphate elevator. 

ceutical composition as in claim 29 wherein said cyclic guanosine 



S'.S'-monophosphffte ele vator is 1-[[3-(6,7-dihydro-1-methyl-7-oxo-3-propyl-1H- 
pyrazolo[4,3-d]pyri\iidin-5-yl)-4-ethoxy-pj^^ citrate 
salt 



Ijk^C, 31. A pharmaceutical composition as in claim 29 wherein said estrogen agonist 
15 / antagonist of the following fornyrflaUl): 




wherein: 

A is selected from CH 2 and NR; 
B, D and E are independently selected from (S^H and N; 
Yis 

(a) phenyl, optionally substituted with \-3 substituents 
independently selected from R 4 ; 

(b) naphthyl, optionally substituted with 1-\substituents 
independently selected from R 4 ; 
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\^ (c) C 3 -C 8 cycloalkyl, optionally substituted with 1-2 substituents 

independently selected from R 4 ; 

(d) C 3 -C 8 cycloalkenyl, optionally substituted with 1-2 
substituents independently selected from R 4 ; 

(e) a five membered heterocycle containing up to two 
heteroatorfis selected from the group consisting of -O-, -NR 2 - and -S(0) n -, optionally 
substituted with 1-3 substituents independently selected from R 4 ; 

\f) a six membered heterocycle containing up to two 
heteroatoms selected from the group consisting of -O-, -NR 2 - and -S(0) n - optionally 
substituted with 1^3 substituents independently selected from R 4 ; or 

(g) \^ a bicyclic ring system consisting of a five or six membered 
heterocyclic ring fused to a phenyl ring, said heterocyclic ring containing up to two 

consisting of -O-, -NR 2 - and -S(0) n -, optionally 



heteroatoms selected from the, 
substituted with 1-3 substi] 
Z 1 is 

(a) 
(b) 
(c) 
(d) 
(e) 



ependently selected from R 4 ; 



G is 



(a) 




(b) 

wherein n is 0, 1 or 2; m is 1 , 2 or 3; Z 2 is -NH-, -O-, -S-, or -CH 2 -; 
optionally fused on adjacent carbon atoms with onkor two phenyl rings and, 
optionally independently substituted on carbon with one to three substituents and, 
optionally, independently on nitrogen with a chemically\uitable substituent selected 
from R 4 ; or 

(c) a bicyclic amine containing five to twfelve carbon atoms, 
either bridged or fused and optionally substituted with 1-3 substituents 
independently selected from R 4 ; or 
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-C0 2 H; 
-CN; 

-CONHOR; 
-S0 2 NHR; 
-NH 2 ; 

C,-C 4 alkylamino; 
CVC4 dialkylamino; 
-NHS0 2 R; 
-N0 2 ; 
-aryl; or 
-OH; 

R 5 and R° are independently Ci-C 8 alkyl or together form a C 3 -C 10 




Gljc^ring^satu rated or unsaturated; 
^terocyclic ring containing up to two heteroatoms, 

-N- and -S-; 
H; 

d-C 6 alkyl; or 

form a 3 to 8 membered nitrogen containing ring with R 5 or 

R 7 and R 8 in either linear or ring fohn may optionally be substituted with up 
to three substituents independently selectedfrom C^C 6 alkyl, halogen, alkoxy, 
hydroxy and carboxy; \ 

a ring formed by R 7 and R 8 may be optionally fused to a phenyl ring; 
e is 0, 1 or 2; 
m is 1, 2 or 3; 
n is 0, 1 or 2; 
p is 0, 1 , 2 or 3; 
q is 0, 1 , 2 or 3; 

or an optical or geometric isomer thereof; or a pftarrnaceutically acceptable 
salt, N-oxide, ester, quaternary ammonium salt or prodrug thereof. 
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A pharmaceutical composition as in claim 31 wherein said estrogen agonist 



/ antagonist is a compound of^formula QA)P) 



OCH 2 CH 2 G 




wherein G is 



r 



-N 



\ 



R 4 is H, OH, F, or CI; and B and E are independently selected from CH 
and N or an optical or geometricNsomer thereof; or a pharmaceutical^ acceptable 
salt, N-oxide, ester, quaternary ammonium salt, or a prodrug thereof. 



% 33. 



A pharmaceutical compositionyas in claim 32 wherein said estrogen agonist / 



20 antagonist is (-)-cis-6-phenyl-5-[4-(2-p>0Tolidin-1-yl-ethoxy)-phenyl]-5,6,7,8- 
tetrahydro-naphthalene-2-ol or an opticarar geometric isomer thereof; or a 
pharmaceutical ly acceptable salt, N-oxide, e v ster, quaternary ammonium salt, or a 
prodrug thereof. 



^ |Q^ 25 ^34^ A pharmaceutical composition as in 33 wherein said estrogen agonist / 
antagonist is in the form of a D-tartrate salt. 



6,20 



30 



<rv 35. A pharmaceutical composition as in claim 29 wherein said estrogen agonis t 
/ antagonist is selected from the group^^n sistin gfrof tamokifen, 4-hydroxy tamoxifen, 
raloxifene, toremifene, centchroman, idoxifene, 6-(4-hydrc^ 
piperidin-1 -yl-ethoxy)-benzyl]-naphthalen-2-ol, {4-[2-(2-aza-bicyclo[2.2. 1 ]Rfept-2-yl)- 
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^hoxy]-phenyl}-[6-hydroxy-2-(4-hydroxy-phenyl)-benzo[b]thiophen-3-yl^ 
ElvK(B52, EM-800, GW 5638, GW 7604 and optical or geometric isomers thereof; 
and pharmaceutical^ acceptable salts, N-oxides, esters, quaternary ammonium 
salts, and prodrugs thereof. 



"7 1*4 



\^ 36. A pharmaceutical composition as in claim 29 wherein said estrogen agonist / 
antagonist is\ compound selected from the fof ^uTas ^ ^^^) 



x A Ft; 



A rt 3B v 
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wherein: 

R 1B is selected from H, OH, -0-C(0)-Ci-Ci2 alkyl (Straight chain or branched), 
-0-C^C, 2 alkyl (straight chain or branched or cyclic), or halogens or C!-C 4 
halogenated ethers, 
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R2B, R3B. R4B, Rsb, and Rsb are independently selected from H, OH, -O-C(O)- 
rC 12 (straight chain or branched), -0-C r C 12 (straight chain or branched or cyclic), 
halogens, or d-C 4 halogenated ethers, cyano, d-C 6 alkyl (straight chain or 
branched), or trifluoromethyl, with the proviso that, when R 1B is H, R 2 b is not OH; 

X A is^selected from H, d-C 6 alkyl, cyano, nitro, triflouromethyl, and halogen; 

s is 2 or 3\ 



10 



Y A is the moiet 



CO 
Id 

UJ 

i = 



□ 
a 




wherein: 



15 a) R 7 b and Rsb are independently 'selected ftonr^the group of H, d-C 6 alkyl, or phenyl 
optionally substituted l^y CN, C^Cq alkyl (straight chain or branched), C^C G alkoxy 
(straight chain or branched), halogenVoH, -CF 3 , or -OCF 3 ; or 

b) R 7B and Rs B are concatenated to form a five-membered saturated heterocycle 
20 containing one nitrogen heteroatom, the heterocycle being optionally substituted with 
1-3 substituents independently selected from the group consisting of hydrogen, 
hydroxyl, halo, d-d alkyl, trihalomethyl, d-C^salkoxy, trihalomethoxy, 0^04 acyloxy, 
d-C 4 alkylthio, C1-C4 alkylsulfinyl, d-d alkylsulfonyl, hydroxy (d-C 4 )alkyl, -C0 2 H, 
-CN-, -CONHR 1B , -NH 2 , -NH(d-c4 alkyl), -N(d-c\alkyl) 2 , -NHS0 2 R 1B , -NHCOR 1B , 
25 -N0 2 , or phenyl optionally substituted with 1-3 (d-Q)alkyl; or 



c) R 7B and Rsb are concatenated to form a six-membere^ saturated heterocycle 
containing one nitrogen heteroatom, the heterocycle being optionally substituted with 
1-3 substituents independently selected from the group consisting of hydrogen, 
30 hydroxy!, halo, d-d alkyl, trihalomethyl, d-C 4 alkoxy, trihalbmethoxy, 0^04 acyloxy, 
d-C 4 alkylthio, d-d alkylsulfinyl, d-C 4 alkylsulfonyl, hydroxy (d-C 4 )alkyl, -0O 2 H, 
-CN, -CONHR 1B , -NH 2 , -NH(d-d alkyl), -N(d-d alkyl) 2 , -l\l\s0 2 R 1B , -NHCOR 1B , 
-N0 2 , or phenyl optionally substituted with 1-3 (CrdJalkyl; or 
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d) R 7B ar\d Re B are concatenated to form a seven-membered saturated heterocycle 
containingvone nitrogen heteroatom, the heterocycle being optionally substituted with 
1-3 substituents independently selected from the group consisting of hydrogen, 
hydroxyl, halo, d-C 4 alkyl, trihalomethyl, d-C 4 alkoxy, trihalomethoxy, d-C 4 
acyloxy, d-C 4 ^alkylthio, d-C 4 alkylsulfinyl, d-C 4 alkylsulfonyl, hydroxy (d-C 4 )alkyl, 
-C0 2 H, -CN, -OONHR 1B , -NH 2 , -NH(d-C 4 alkyl), -N(d-C 4 alkyl) 2 , -NHS0 2 Rib, 
-NHCORib -N0 2 \> r phenyl optionally substituted with 1-3 (d-C 4 )alkyl; or 
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e) R 7B and Rq B are concatenated to form an eight-membered saturated heterocycle 
containing one nitroged hpfenoatom, the heterocycle being optionally substituted with 
1-3 substituents indepp^dentlV selected from the group consisting of hydrogen, 
hydroxyl, halo, C 1 ^^^li^trihalbc nethyl,^ ^ 4 alkoxy, trihalomethoxy, d-C 4 
acyloxy, d-C 4 allwlthio, CAC 4 alkylsulfinyl, d-C 4 alkylsulfonyl, hydroxy (d-C 4 )alkyl, 
-C0 2 H, -CN, -OpNHR 1B , -Md 2 . -NH(d-C 4 alkyl), -N(C1-C4 alkyl) 2 , -NHS0 2 R 1B , 
-NHCORib, -N0 2) or phenyl optionally substituted with 1-3 (Ci-C 4 )alkyl; or 

f) R 7B and Rs B are concatenated tt> form a saturated bicyclic heterocycle containing 
from 6-12 carbon atoms either bridged or fused and containing one nitrogen 
heteroatom, the heterocycle being optionally substituted with 1-3 substituents 
independently selected from the groupVconsisting of hydrogen, hydroxyl, halo, d-C 4 
alkyl, trihalomethyl, d-C 4 alkoxy, trihaloViethoxy, d-C 4 acyloxy, d-C 4 alkylthio, d- 
C 4 alkylsulfinyl, d-C 4 alkylsulfonyl, hydroVy (d -C 4 )alkyl, -C0 2 H, -CN, - CONHR 1B , 

-NH 2 , -NH(d-C 4 alkyl), -N(d-C 4 alkyl) 2 \ -NHS0 2 Ri B , -NHCOR 1B , -N0 2 , or phenyl 
optionally substituted with 1-3 (d-C 4 ) alkyl; 

or an optical or geometric isomer thereof; or sfc pharmaceutical^ acceptable salt, N- 
oxide, ester, quaternary ammonium salt or prodrug thereof. 

<3€. A pharmaceutical composition as in claim 25 further comprisjr^ a 



30 



^pharma ceutical compos[^^i^omprisir 
elevator. 



a cyclic guanosine 3\5'-monophosphate 



A pharmaceutical composition as Hn^teifH-31 wherein said cyclic guanosine 
3\5 , -mbnophosphat^le^to^sj PDE V phosphodiesterase inhibitor^ 



♦ 
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composition as in claim 29f jurther com prising a 
^gjlarrnaceutical comp6si\id ^bqipffs iqg 1-[[3-(6,7-dihydro-1-methyl-7-oxo-3-propyl- 



1 H-pvrazolof4 . 3-dl py rimia i n-5-yl )-4 j 
citrate salt. 



loxy^pthenyl]sufonyl]-4-methylpiperazine 




{HP 

. 

Ski 



